tively regulates several RTKs but is uncoupled to other the Y55F mutant was identical to that of wild-type Spry2 ( Figure 1E ), indicating that phosphorylation at tyrosine receptors like ErbB-3, this mechanism may explain how Sprouty isoforms differentially regulate signaling by 55 is not required for Spry2 localization. Similar to these results, Spry2 was localized to the plasma membrane, specific RTKs. The present study is aimed at Spry2-Cbl-EGFR interactions. Here, we show that Spry2 is vesicular structures, and perinuclear regions of HUVEC cells [8] , and, although it has been previously shown phosphorylated on tyrosine 55 in response to EGF stimulation, and that phosphorylated Spry2 associates with that Spry2 translocates to membrane ruffles upon stimulation by growth factors [8, 9] , the extent of this phenomc-Cbl and undergoes poly-ubiquitination. Furthermore, Spry2 and EGFR competitively bind to the SH2 domain enon was limited in our cellular system. Taken together, the results presented in Figure 1 indicate that activation of c-Cbl. This novel configuration allows coupling of a negative regulatory loop to a reversible positive feedof EGFR promotes phosphorylation of Spry2 on tyrosine 55, but this modification is not necessary for colocalizaback loop, and together they fine-tune EGF signaling.
tion of Spry2 and EGFR to endosomes. 
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